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Description 

powerful anti-tumoural activity. 

[0004] The derivatives of the invention have formula (1 a) 
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F£CNH 




wherein R, = phenyl, R 2 = tert-butoxy, R 3 = H and R 4 = OH. 
30 and formula (1b) 
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R2CONH 
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Tetrahedron Letters 35, 2349, 1994; E. Didier at al., ibid. 35, 3063, 1994). 
[0006] In formula (2) 
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wherein: 

when a double olefinic bond is present at the 11 ,12-position, R 3 is a hydrogen atom, R 4 and R 5 are hydroxy, C 2 - 
C 8 acyloxy, alkylsilyloxy or 2,2,2-trichloroethoxycarbonyloxy groups; 

when a double olefinic bond is not present at the 11,12- position, the methyl at the 12- position is ct-oriented, R 4 
is a hydrogen atom, R 3 and R 5 are hydroxy, C 2 -C 8 acyloxy, alkylsilyloxy or 2,2,2-trichloroethoxycarbonyloxy groups. 

[0007] In particular, syntones of formula (2a) are used for the synthesis of the novel taxanes of formula (1 a). On the 
other hand, syntones of formula (2b) are employed for the synthesis of the novel taxanes of formula (1b), 




(2a) 



[0008] In syntones (2a), a double olefinic bond is present at the 11,12- position, and a C 2 -C 8 acyloxy group or an 
optionally protected hydroxy group are present at the 10a - position. Therefore, in syntones (2a), R 3 is hydrogen, R 4 
and R 5 are hydroxy, acyloxy, alkylsilyloxy (such as triethylsilyloxy, O-TES) or 2,2,2-trichloroethoxycarbonyloxy (O-CO- 
0-CH 2 CCI a , O-TROC) groups. 
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(2b) 



[0009, -nsyntones^the^ 

siVxy, O-TES) or ^^^^^^^^^e^o, the protective groups are 

the presence of cerium (III) salts, jch js the imer at the 10 - position of (3), is surtably 

r0013l The resulting product (2a, R 3 - H, M4 - n 5 ^ni, r 
"otected at the 7- and 10- positions and used for the synthes.s of taxanes (la). 
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Scheme 1 




(5) 



[0015] Secotaxane (5) can be used for the synthesis of further taxanes with potential anti-tumoural activity. 
[0016] The present invention also relates to novel secotaxane-skeleton derivatives prepared by semisynthesis and 
having a powerful anti-tumoural activity Said derivatives have formula (5a) 
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wherein: c ^3,^, C;> -C a alkenyl, aryl (preferably phenyl) or heteroaryl 

R. and R 2 , which can be the same or different, are a C-C* ^ ^ 

groups. R 2 can also be tert-butoxy. es , er ificatinq compound of formula (5) in position 13, using the 

[0017] Taxanes of formula (5a) are prepared J^J^SdJi literature for the semisynthesis of taxol and 
Litabfy actuated isoserine chains - bSeTet aL Telahedron Letters 35, 2349, 1994; E. Didier at 

tests? w-ssss^^s « «-* be pro,ected wi,h suitab,e p 

amoved according to conventions methods "2*^^^^^ obtained from 10<ieacety.baccatine III 
[0019] Syntones of formula (2b), which are noUnejmr ^"^"^^ acjd (MC p B A), the corresponding 
3) (Scheme 2). It has been found that by ^^^^S^po-fcn with triethylsilyl chloride (TESCr* «V 
3-ketoderh/ative (6) is obtained. After protecting *e hydroxy at tn p = OH, R4 = H, R5 = 

reduction with sodium borohydride in ^J^^^J22og The « orientation of the methyl at the 12- 

£Sn^^ 
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[0020] The products of the present invention were screened for their cytotoxic effect on different tumour cell lines, 
comparing their action with that of taxol. Table 1 shows the IC^ data, compared with those found for taxol, of the 
compounds 13-[(2R, 3S)-3-phenyl-2-hydroxy-3-tert-butoxycarbonylamino-propanoy!]-10-epi-10-deacetylbaccatine III 
(1a, = Ph, R 2 =tBuO, R 3 = H, R 4 - OH), 13-[(2R, 3S)-3-phenyl-2-hydroxy-3"tert-butoxycarbonylamino-propanoyl]- 
10-deacetyl-11,12-dihydrobaccatine III (1b, = Ph, R 2 =tBuO, R 3 = OH, R4= H), 13-[(2R, 3S)-3-phenyl-2-hydroxy- 
3-tert-butoxycarbonylamino-propanoyl]-C-seco-10-deacetylbaccatine III (5a, R n = Ph, R 2 = tBuO) and 13-[(2R, 3S)- 
3-isobutyl-2-hydroxy-3-caproyIamino-propanoyl]-C-seco-10-deacetyIbaccatine (5a, = isobutyl, R 2 = Pentyl). 
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r0021] Compoundswithd«ferentsubs^^ 

!ng advantages over taxol on the cell ^«^^£^^*^t«^ such as athymic 
platinum. The differences between taxo and these products ,M m ^ nven tion in which ^ is an 

Sude mouse with human tumour imp ant. It tm » a too JJ^SSf unliS and its known derivatives, therefore 
s alky, or alkenyl group are surpnsmgly ^J^^^S and its known derivatives. 

io the presence of cholesterol, are mainly used. 

loS The examples grven below further illustrate the invention. 

Example 1. Preparation of i0-dehydro-10-deacetylbaccatine III (4). 

[002 41 10 g of 10-deacetylbaccatine II. (3) are .suspended ir, 350 

bbh^^ 

from ligroin, 9.5 g of (4) are obtained, M+ at m/z 542. 

.■ in ioa q -H R -r_— oi-O and C-seco-10-deacetylbaccatine 
Example 2. Preparation of 10-deacetyMO-ep.baccatine III (2a, R 3 -H, R4-R5-OH) 

III (5). 

( M+ at m/z 544) and 120 mg of (5) (M + at m/z 546) are obtain ed_ d 42fi j 

Exampl. a. Pr.paratim °l 10-deacetyM3^ydroba«atin. "I («) 

UccaU ». (3) in .00 ml of CHft. The «h 5% N^CO, ml » 

z 542 are obtained. 

Exampfe 4. Preparation of ,0-deace«y,-11,12-dihyd^^ >" C* W R 4 =H. R 5 =0-TES). 

C002S) l-BgofC^aredissorvedinmethylenechlondea. 

m . of triethylsihyl chloride. After 2 hours at <™»«»££ S2? W2 9 ° a residue is obtained, which is taken 
and washed with water. The organ,c phase ^^^TZf^s the mixture is diluted with a NH 4 CI solution 

mixture, 800 mg of (2b) (R 3 =OH, IV*. R 5 =0-TES) are obtained. 

Example 5. Preparation of ^.^ihydro-T-TES-baccatine ... (2b, R^OH, R 4= H, R 5= 0-TES) and 
11,12-dihydrobaccatine III (2b, R^OAc, R4=H. R 5 =OH) 

' [0029, 500mgof10^a^ 

in anhydrous pyridine with 3 equivalents of ™ the residue is crystallised from acetone/hexane. 

and extracted with methylene chloride. After evaporat.on of theso^ntthe es ry ^ ^ 

510 mg of 11 ^-dihydro-y-TESbaccat.ne > in , are ob^ned, atm/^ £K Ul i P ^ ^ 

5 treated with diluted HCI until complete de f ^ M + at m/z 588. 

acetate and crystallisated from aqueous methanol. 400 mg of 11 M o.nyoro 



15 



20 



25 



30 



35 



40 



45 



10 



EP 0 773 938 B1 

Example 6. Preparation of 13-[(2R, 3S)-3-phenyl-2-hydroxy-3-tert-butoxycarbonylamino-propanoyl]- 
11,12-dihydrobaccatine III (1b, R 1= Ph, R^tBuO, R 3 =OAc, R 4 =H). 

[0030] 500 mg of 11,12-dihydrobaccatine III (2b, R 3 =OAc, R4=H, R 5 =0-TES) are dissolved in 20 ml of toluene with 
5 0.45 g of (4S, 5R)-N-tert-butoxycarbonyl-2,2-dimethylphenyl-5-oxazolydinecarboxylic acid, dicyclohexylcarbodiimide 
(1.03 eq) and N,N-dimethylaminopyridine (0.2 eq) at 80°C for 2 hours. The reaction mixture is washed with water until 
the excess of the reagents is removed, then concentrated to dryness. The residue is treated with methanol containing 
1% formic acid for 4 hours at room temperature. The methanol solution is diluted with water, neutralised and extracted 
with ethyl acetate. The organic phase is concentrated to dryness and the residue is treated with a solution containing 
10 1.5 eq of di-tert-butyl carbonate and sodium bicarbonate in 15 ml of tetrahydrofuran. The reaction mixture is diluted 
with water, extracted with ethyl acetate and the heteroacetic phase is concentrated to dryness. The residue is taken 
up with acidic methanol by hydrochloric acid to complete desilylation. The solution is then diluted with water and ex- 
tracted with ethyl acetate. The residue obtained by evaporation of the heteroacetic phase is chromatographed on silica 
gel eluting with a 1:1 acetone/hexane mixture to remove the reaction impurities. 580 mg of product are obtained, M+ 
is atm/z851. 

Example 7. Preparation of 13-[(2R, 3S)-3-benzoylamino-3-phenyl-2-hydroxypropanoyl]-11,12-dihydrobaccatine III 
(1b, R 1= R 2 =Ph, R 3 =OAc, R 4 =H). 

20 [0031] 500 mg of 1 1 , 1 2-dihydro-7-TES-baccatine (2b, R 3 =OAc, R 4 =H, R 5 =0-TES) are dissolved in 20 ml of toluene 
together with 1.5 g of (4S, 5R)-Y-benzoyl-2,2-dimethyl-4-phenyl-5-oxazolydinecarboxylicacid, dicyclohexylcarbodiim- 
ide (1.03 eq) and N.N-dimethylaminopyridine (0.2 eq) at 80°C for 2 hours. The reaction mixture is washed with water 
until the excess of reagents is removed, then concentrated to dryness. The residue is treated with methanol containing 
1% formic acid for 4 hours at room temperature. The methanol solution is diluted with water, neutralised and extracted 

2S with ethyl acetate. The organic phase is concentrated to dryness and the residue is taken up with methanol acidic by 
hydrochloric acid to complete desilylation. The solution is then diluted with water and extracted with ethyl acetate. The 
residue obtained by evaporation of the heteroacetic phase is chromatographed on silica gel eluting with a 1 :1 acetone/ 
hexane mixture to remove the reaction impurities. 530 mg of product are obtained, M+ at m/z 855. 

30 Example 8. Preparation of 1 3-[(2R, 3S)-3-phenyl-2-hydroxy-3-tert-butoxycarbonylamino-propanoyl]-10-epi- 
10-deacetylbaccatine III (1a, R^Ph, R^tBuO, R 3 =H, R 4 =OH). 

[0032] 500 mg of 10-deacetyl-10-epibaccatine III (2a, R 3 =H, R 4 =R 5 =OH) are dissolved in 1 5 ml of anhydrous pyridine 
and treated for 5 minutes at 80°C with three equivalents of trichloroethoxycarbonyl chloride (TROC-CI) and then cooled 

35 to room temperature. 1 ml of methanol is added to decompose the excess TROC-CI. The solution is diluted with iced 
water and extracted with chloroform, washing the organic phase with a hydrochloric acid diluted solution. The organic 
phase is evaporated to dryness and the residue is treated at room temperature for 24 hours with a toluene solution 
containing three equivalents of (4S, SRJ-N-tertbutoxycarbonyl^^-dimethyl^-phenyl-S-oxazolydinecarboxylic acid, 3 
equivalents of dicyclohexylcarbodiimide and 0.2 equivalents of N,N-dimethylaminopyridine. The reaction *mixtu re is 

40 washed with water and the organic phase is evaporated to dryness under vacuum. The residue is taken up with meth- 
anol and treated with one equivalent of p-toluenesulfonic acid for 48 hours, after that is diluted with water and extracted 
with ethyl acetate. The organic phase is evaporated under vacuum and the residue is taken up in 200 ml of a 1 :1 acetic 
acid/ethyl acetate mixture and treated for 3 hours at 30°C with 11 equivalents of powdered zinc. The solid material is 
filtered off and the solution is diluted with water, extracted with ethyl acetate and chromatographed on silica gel eluting 

45 with a 1 :4 ethyl acetate/hexane mixture. 512 mg of product (la) are obtained, M+ at m/z 807. 

Example 9. Preparation of 7,9-ditriethylsilyl-C-seco-10-deacetylbaccatine III 

[0033] A solution of (5) (200 mg, 0.37 mmol) in anhydrous dimethylformamide (DMF) (5 ml), is added with imidazole 
50 (75 mg, 1.11 mmol, 3 eq. mol) and triethylsilyl chloride (TES) (186 ml, 167.3 mg, 1.11 mmol, 3 eq. mo!) and the reaction 
mixture is stirred for 10 minutes at room temperature. The reaction is checked by TLC (3:7 hexane-ethyl acetate, Rf 
of the starting material 0.10, Rf of the product 0.80). The reaction is quenched by addition of water and Celite R , and 
the precipitate is filtered and washed with water to remove DMF, then with CHCI 3 to remove the product. After purification 
by column chromatography (9: 1 hexane/ethyl acetate to elute silanol, then 6:4 hexane/ethyl acetate to e lute the product) 
55 146 mg of the title product are obtained (51%). 
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Example 10. Preparation of l 3 - l( 2R,3S)-3^ 
10-deacetylbaccatine 111 (5a, R 1= Ph, R^fBuO). 

,0034] Aso.uti.o.theprc™^ 

with 67.5 mg of dicyclohexylcarbodnm.de (0.327 mmol. 2 ^^^^^ thy am nopyridin e. The mixture is heated 

to 60'C for 24 hours and diluted with a NaHCOa saturateo a W B ° u * %) Tn jdue js taken up 

by column chromatography (8:2 hexane-ethyi acetate) to give ^^^^Z^L ^ hour. The so.ution is 
wfth 50 ml of methanol. (0.01%) and the reaction mnrture stetta ^ r ^^ hedon asilicage , column 

srr a s d e^ - - a — 65 - ° f - w,e 

compound are obtained. 

Examp.e 11. Preparation of i31(2R,3S)-3-isc*u^^ 
10-deacetylbaccatine III (5a, R 1 -isobutyl, Ra= pentyl). 

[0035] A solution of the product obtained in example 9 (126 .n* 0 IBjJ in ^^l^Z 
Z 67.5 mg of dicyc,ohexy.carbodnmide (0 .327 mmo.^ ,2 £L 40 mg of (W^SJLio^ The 
P henyl)-4-isobutyl-5<,xa2olidinecarboxylK: ac d (0,327 mm* £ *>o I eq.) an g ^ 
mixture is heated to 60°C for 24 hours and d.lu ted ^^^~ Q ^ 175 mg o1 ,he 1 3-ester (95%). The 
residue is purified by 0 ^tTn^ 1 "™ 

residue is taken up wrth 50 ml of methanol/HCI (0. 01 A) The residue fe chro matographed on a 

25 mg of the title compound are obtained. 
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Claims 

so 1. The compound 13- [( 2R, 38^^*^^^ 
catine III, of formula (1a) 
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(la) 

wherein R 1 = phenyl, R 2 = tert-butoxy, R 3 = H, R 4 = OH. 

2 . The compound 13,(2R, 9PHH*«^^ 
HI, of formula (1b) 
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(lb) 

where = phenyl, R 2 = tert-butoxy, R 3 = acetoxy and R4 = H. 
A process for the preparation of the compounds of claims 1 and 2, in which process syntones of formula (2) 




(2) 

wherein: 

when a double olefinic bond is present in position 11 ,12, R 3 is hydrogen, R 4 and R 5 are hydroxy, C 2 -C 8 -acyloxy, 
alkylsilyloxy or 2,2,2-trichloroethoxycarbonyloxy groups; " 

when a double olefinic bond is not present in position 11,12, the methyl in position 12 is a -oriented, R 4 is 
hydrogen, R 3 and R 5 are hydroxy, C 2 -C B -acyloxy, alkylsilyloxy or 2,2,2-trichloroethoxycarbonyloxy groups; 
are subjected to esterification, according to known methods, with suitably activated and/or protected isoserine 
derivatives, thereby introducing the acyl group in position 13. 
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* 2 COHB 



R 




OB 



As an intermediate, a compound of formula (2) 




(2) 



wherein: 



groups. 

5. As an intermediate, a compound of formula (5) 
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(5) 

A semisynthetic secotaxane of formula 5a 




(5a) 



wherein: 

and R 2 , which can be the same or different, are a C A -C 20 alkyl, C 2 -C 8 alkenyl, aryl or heteroaryl group, R 2 can 
also be a tert-butoxy group. 

As compound according to claim 6, 13-[(2R,3S)-3-phenyl-2-hydroxy-3-tert-butoxycarbonylamino-propanoyl]-C- 
seco-10-deacetylbaccatine III, of formula 5a 
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20 



wherein R, = phenyl, R 2 = tert-butoxy. 

8 As compound according to the Cairn , 1W 3S» 
Co-dtaTetylbaccatine III of formula 5a wherein R^.sobutyl. R 2 - pentyl. 



9. a process for the preparation of the 



compounds according to claim 6, wherein compound of formula 5 



25 



30 



35 




(5) 



, ,o conventional methods, with derivatives suttably activated and/or pro- 
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10. Pharmaceutical compositions containing 



taxanes according to claims 1-2 and 6-8. 



H. Pharmaceutics compositions according to claim 10 having anti-tumoural action. 
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12. The use of taxanes according to claims 1-2 and 6-8 for the preparation of medicaments useful for the treatment 
of cancer. 

1 3. The use of taxanes according to claim 6, wherein R2 is an alkyl or alkenyl group, for the preparation of medicaments 
useful for the treatment of cancer in cardiopathic patients. 

Patentanspruche 

1. Verbindung 13-[(2R,35)-3-Phenyl-2-hydroxy-3-tert-butoxycarbonylamino-propanoyl]-10-epi-10-desacetylbacca- 
tin HI der Formel (1a) 




(la) 

worin = Phenyl, R 2 - tert-Butoxy, R 3 = H, R 4 = OH. 

2. Verbindung 13-[(2R,3S)-3-Phenyl-2-hydroxy-3-tert-butoxycarbonylamino-propanoyl]-11,12-dihydrobaccatin III 
der Formel (1b) 




worin = Phenyl, R 2 = tert-Butoxy, R 3 = Acetoxy und R4 = H. 
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Verfahren zur Herstellung der Vetbindungen von 
Formel (2) 
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AnsprOchen 1 und 2. wobei in dem Verfahren Synthone der 




(2) 



worin: 



, o.efinische Doppelbindung in Stellung 11 112 vorliegt, 



Wasserstoflatom ist, R 4 und R 6 Hy- 



wenn eine oletmiscne uoppe.uu.uu, .« ... . ■ - (honvkwmnjppen sind; 

droxy, C 2 -C 8 -Acyk>xy-, Alkylsiiyloxy- ^^^SS^S^ in S,ellu "9 12 
wenn keine olefinische Doppelbindung in SteH ng 11 12 vo^gUhe M n MJ 2i2>2 . Tricnloreth oxy. 
ist R 4 ein Wasserstoflatom ist, R 3 und R 5 Hydroxy-, C 2 -C 8 Acyioxy , ™*y y 

jSESTSSS. m« 9eeignet aktivierten und/oder geschOtzten ,soserinder,aten veresterl we, 
den, wodurch die Acylgruppe 



l 2 COHH 




OB 



, AnsprOchen 1 und 2 aufweisen) in Stellung 13 ein- 



(worin R, und R 2 die gleichen Bedeutungen wie in , 
9e<0h ^2e Schutzgruppen anschlieBend gen.3 bekannter Verfahren entfernt werte, 

4. Verbindung der Formel (2) 
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(2) 

worin: 

wenn eine olefinische Doppelbindung in Stellung 11,12 vorliegt, R 3 ein Wasserstoffatom ist, R4 und R 5 Hy- 
droxy-, C 2 -C 8 -Acyloxy-, Alkylsilyloxy- oder 2,2,2-Trichlorethoxycarbonyloxygruppen sind; 
wenn keine olefinische Doppelbindung in Stellung 11,12 vorliegt, die Methylgruppe in Stellung 12 cc-orientiert 
ist, R 4 ein Wasserstoffatom ist, R 3 und R 5 Hydroxy-, C 2 -C 8 -Acyloxy-, Alkylsilyloxy- oder 2,2, 2-Trich lorethoxy- 
carbonyloxygruppen sind, als Zwischenprodukt. 

Verbindung der Formel (5) 




(5) 



als Zwischenprodukt. 

Halbsynthetisches Secotaxane der Formel 5a 
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(5a) 



worm 



R1 and R,, die gleich Oder verschieden sein k 6nnen, eine 0,-0^., C 2 -C 8 -A.Keny., Ary.- oder Hete- 
roarylgrW ^stellen. wobei R 2 ebenfalls eine tert-Butoxygruppe se,n kann. 

Verbindung nach Anspruch 6, namlich ISflWWMWHH^^ 
C-seco-10-desacetylbaccatin III der Formel 5a 




(5a) 



worin R, = Phenyl, R 2 = tert-Butoxy. 

S. Verbindung nach Anspruch 6, nam.ich ^^^tX^^^^^ 
10-desacetylbaccatin III der Formel 5a, worm B, = Isobutyl, Rs - Pentyl. 

9. Verfahren zur Herstel.ung von Verbindungen nach Anspruch 6, wobei eine Verbindung der Forme, 5 
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PH 



(5) 



gemaG ublicher Verfahren mit Derivaten, die an der Isoserinkette geeignet aktiviert und/cxler geschutzt sind, 
verestert wird, wodurch die Acylgruppe 



(worin und R 2 die gleichen Bedeutungen wie in Anspruch 6 aufweisen) in Stellung 13 eingefuhrt wird, 
anschlie&end Entfernen der Schutzgruppen gemaB ublicher Verfahren. 

10. Pharmazeutische Zusammensetzungen, die Taxane nach AnsprOchen 1-2 und 6-8 enthalten. 

11. Pharmazeutische Zusammensetzungen nach Anspruch 10 mit Antitumorwirkung. 

12. Verwendung von Taxanen nach AnsprOchen 1-2 und 6-8 zur Herstellung von Arzneimitteln, die zur Behandlung 
von Krebs verwendbar sind. 

13. Verwendung von Taxanen nach Anspruch 6, wobei R 2 eine Alkyl- Oder Alkenylgruppe darstellt, zur Herstellung 
von Arzneimitteln, die zur Behandlung von Krebs bei herzkranken Patienten verwendbar sind. 



Revendications 

1. Compost 13-[(2R l 3S)-3-phenyl-2-hydroxy-3-tert.-butoxycarbonylamino-propanoyl]-10-epi-10-desacet^ 
ne III, de formule (la) : 



I^COHH 



0 




OB 



21 



EP 0 773 938 B1 




(la) 



dans laquelle : 

- R 1 = phenyle ; 
. R 2 = tert.-butoxy; 

- R 3 =H; 

- R 4 = OH. 

Compose 1 3-[(2R,3S)-3-ph6nyl-2-hydroxy-34ert. 
formule (lb) : 



.-butoxycar^^ 




(lb) 



dans laquelle : 

- R-, = phenyle ; 

. R 2 = tert.-butoxy ; 

- R 3 = acetoxy ; et 
R = H 

'rJ^m • — " s ' « * da " S 
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H 



HO 



(2) 



dans laquelle : 

lorsque une double liaison olefinique est presente en positions 11,12, R 3 represente hydrogene, R4 et R 5 
represented des groupes hydroxy, acyloxy en C 2 -C 8 , alkylsilyloxy ou 2,2,2-trichloroethoxycarbonyloxy ; 
lorsqu'il n'y a pas de double liaison olefinique en positions 11,12, le methyle en position 12 est a orientation 
a, R 4 represente hydrogene, R 3 et R 5 represented des groupes hydroxy, acyloxy en C 2 -C 8l alkylsilyloxy ou 
2,2,2-trichloroethoxycarbonyloxy ; 

sont soumis a une esterification, conform6ment a des m&hodes connues, par des derives isoserine, actives et/ 
ou proteges de facon appropriee, permettant ainsi d'introduire le groupe acyle en position 13, 




OB 



(ou R-, et R 2 ont les memes significations que dans les revendications 1 et 2), 

et les groupes protecteurs sont ensuite elimines conformement a des methodes connues. 



En tant qu'intermediaire, un compose de formule (2) : 
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(2) 



dans laquelle : D 0 t n 

11 19 R reor6sente hydrogene, H4 ei n 5 

. torsque una double liaison olefinique est present • "JgJJiJ 1 ' u 2 , 2 , 3 2 . tr io hl oroethoxycarbonyloxy ; 

Lresentent des groupes hydroxy, acyloxy en -, h , e en pos j, l0 n 12 est a orientation 

. Z^apasU^^ 

a FU represente un atome d hydrogene, H 3 ex n 5 y 

ylsilyloxy ou 2,2,2-trichloroethoxycarbonyloxy. 

En tant qu'intermediaire, un compose de lormule (5) : 




(5) 



Secotaxane semisynthetique deformule (5a) : 
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(5a) 

dans laquelle R n et R 2 , qui peuvent §tre identiquesou difterents, repr6sentent un groupe alkyle en C,-C 20l alc6nyle 
en C 2 -C 8 , aryle ou hdteroaryle, R 2 pouvant aussi etre un groupe tert.-butoxy. 

En tant que compost selon la revendication 6, la 13-[(2R,3S)-3-ph6nyl-2-hydroxy-3-tert.-butoxycarbonylamino 
propanoyl]-C-s6co-10-d6sac6tylbaccatine III, de formule 5a : 




(5a) 

dans laquelle : 

R 1 = ph6nyle ; et 
R 2 = tert.-butoxy. 

En tant que compost selon la revendication 6, la 13-[(2R,3S)-3-isobutyl-2-hydroxy-3-caproylaminopropanoyl-C- 
seco-10-d6sacetylbaccatine III de formule 5a dans laquelle R^ isobutyle, R 2 = pentyle. 

Proc6de de preparation des composes definis a la revendication 6, dans lequel le compose de formule (5) : 
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10 



15 



20 



25 



30 




(5) 




ss 11 Coitions pharn^ues seton ia revocation 10, ayant una' action anti-tumoraie. 

HMkm. 1 2 et 6 - 8 pour la preparation de medicaments utiles pour le 
12. Utilisation des taxanes define aux revend.cat,ons 1 - 2 et 6 o po P 
traitement du cancer. 
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